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Recommended Concentrations and Doses of Mepivaealne 
Hydrochloride 



hwidure 


Concentration 


Total Dose 

mL 


mg 


Comments 


C«nrical, 
Iruchial, 
lAcnotital, 
pudrndal 
tuTvt block 


1% 
2% 


5-20 


50-400 
100-400 


Pudendal block: one half of 
total dose injected each 
side. 


TrjiMvaginat 

'|i*r»fervical 
pudendal) • 


1% 


up to 30 
(both sides) 


up to 300 
(both sides) 


One half of total duse 
injected each side. See 
PRECAUTIONS. 


Pu-ftremcal 


1% 


up to 20 
(both sides) 


up to 200 
(both sides) 


One half of total dose 
injected each side. This is 
maximum recommended 
dose per 90-rainute period 
in obstetrical and 
non-obstetrical patients. 
Inject slowly, 5 minutes 
between sides. See 
PRECAUTIONS. 


Cauda) and 

f^ndural block 


1% 
1.5% 
2% 


15-30 
10-25 
10-20 


150-300 
150-375 
200-400 


•Use only single-dose vials 
which do not contain a 
preservative. 


l&£Itralion 


la 


up to 40 


up to 400 


An equivalent amount of a 
0.5% solution (prepared by 
diluting the ITi solution 
with Sodium Chloride 

Injection, USP) may be used 
for large areas. 


nitnpeutic 
Muck (pain 
Bunagement) 


1% 

2% 


1-5 
1-5 


10-50 
20-100 




Unused portions of solutions not containing preservatives should be discarded. 



'ItjMgv forms listed as POLOCAINE-MPF (Mepivacaine HCl Ii\jection. USP) are single-dose solutions which do not contain 
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tljiir use. Immediately after the institution of these venti- 
Usuy aieasures. the adequacy of the circulation should be 
rriJuated. Supportive treatment of circulatory depression 
my rrquiro administration of intravenous fluids, and when 
Rfipropriate, a vasopressor dictated by the clinical situation 
iffuii) ai cphcdrinc or epinephrine to enhance mjrocardial 
Ri&tractile force). 

tiidtAracheal intubation, employing drugs and techniques 
lanulur to the clinician may be indicated after initial ad- 
Buttutrution of oxygen by mask, if difficulty is encountered 
ta the maintenance of patent airway or if prolonged venti- 
bUtf)' support (assisted or controlled) is indicated. 
Rwrnt clinical data from patients experiencing local anes- 
U»rtjr ioduced convulsions demonstrated rapid development 
lif Uj<ixia, hypercarbia, and acidosis within a minute of the 
iftw i of convulsions. These observations suggest that oxy- 
pia roniumption and carbon dioxide production are greatly 
UKTr^^ during local anesthetic convulsions and einpha- 
mit thir importance of immediate and effective ventilation 
»-iL^ (isygen which may avoid cardiac arrest. 
I! ni'i ta-ulod Immediately, convulsions with simultaneous 
h-voiia. hypercarbia, and acidosis, plus myocardial depros- 
•lua fn>m the direct eOects of the local anesthetic may result 
m ctniiac arrhythmias, bradycardia, asystole, ventricular 
ttlmlbtion, or cardiac arrest. Respiratory abnormalities, in- 
&ji;ni apnea, may occur, Underventilation or apnea due to 
bK.rjt. Diional subarachnoid ii\}ection of local anesthetic so- 
lutum may produce these same signs and also l(*nd to car- 
diM arn->l if vcnlihitory >»up|)t»rt Is mil in.stitutwl. If ciirdiiit: 
uTr*\ .should wcur, standard cardiopulmonary rcsuscitii- 
t;rr mrsiurcs should bo instituted and maintained for a 
prriloncfd period if necessary. Recovery has been reported 
ofj-f prolonged resuscitative efTorts. 
Ti* lupine position is dangerous in pregnant women at 
U'm because of aortocaval compression by the gravid 
uurw. Therefore, during treatment of systemic toxicity, 
BiiUmal hypotension, or fetal bradycardia following re- 
piatl block, the parturient should be maintained in the left 
UutaI decubitus position if possible, or manual dlsplace- 
ftn.1 of the uterus off the great vessels should ho occom- 
Idikhtd. 

T\* mean seizure dosage of mepivacaine in rhesus monkeys 
w» fiAjnd to be 18.8 mg/kg with mean arterial plasma con- 
rretraiion of 24.4 pg/mL. The intravenous and subcutane- 
m» IJi.jj in mice is 23 mg/kg to 35 mg/kg and 2S0 mg/kg 
»r«;«iivcly. 

W»S.\GE AXD ADM1NJSTR.\TI0N 
Tiif diMt of any local anesthetic administered varies with 
U«- •n«»lhi;lic procedure, the area to bu anesthetized, the 
rms-ul.irityof the tissues, the number of neuronal segments 
IP \w blocked, the depth of anesthesia and degree of ifiuscle 
nUiiitiun required, the duration of Anesthesia desired, in- 
ttrtiua! tolerance and the physical condition of the patient. 

»mallcst dose and concentration required to produce 
tlw d^^ired result should be administered. Dosages of 
Df^ivBcaine hydrochloride should be reduced for elderly 
■bj drbllitated patients and patients with cardiac and/or 



liver disease. The rapid injection of a large volume of local 
anesthetic solution should be avoided and fractional doses 
should be used when feasible. 

For specific techniques and procedures, refer to standard 

textbooks. 

The recommended single adu/f dose (or the total of a series 
of doses given in one procedure) of mepivacaine 
hydrochloride for unsedated. healthy, normal-sized indi- 
viduals should not usually exceed 400 mg. The recom- 
mended dosage is based on requirements for the average 
adult and should be reduced for elderly or debilitated 
patients. 

While maximum doses of 7 mg/kg (550 mg) have been ad- 
ministered without adverse effect, these are not recom- 
mended, except in exceptional circumstances and under no 
circumstances should the administration be repeated at in- 
tervals of less than V/t hours. The total dose for any 24 -hour 
period should not exceed 1,000 mg because of a slow accu- 
mulation of the anesthetic or its derivatives or slower than 
normal metabolic degradation or detoxification with repeat 
administration. (See CLINICAL PHARMACOLOGY and 
PRECAUTIONS.! 

Pediatric patients tolerate the local anesthetic as well as 
adults. However, the pediatric dose should he carefully mea- 
sured as a percentage of the total adult dose based on 
weight, and should not exceed 5 mg/kg to 6 rog/kg (2.5 mg/lb 
to 3 mg/lb) in pediatric patients, especially those weighing 
less than 30 lbs. In pediatric patients under 3 years of age 
or weigfiing less than 30 lbs nmccntrnllons li'ss than 
(OR. 0.t}% to 1.5%i should hi- employed. 
Unused portions of solutions not containing preservatives, 
ie, those supplied in single-dose vials, should be discarded 
following initial use. 

This product should be inspected visually for particulate 
matter and discoloration prior to administration whenever 
solution and container permit. Solutions which are discol- 
ored or which contain particulate matter should nut be 

administered. 
(See table abovcl 

HOW SUPPLIED 

Single-dose vials and multiple-dose vials of POLOCAlNE 
may be sterilized by autoclaving at 15 pound pressure, 
121'C (250*F) for 15 minutes. Solutions of POLOCAI.VE 
may be rcuutoclaved when necessary. Do not admini.ster so- 
lutions which are discolored or which contain particulate 
matter. 

THESE SOLUTIONS ARE NOT INTENDED FOR SPINAL 
ANESTHESU OR DENTAL USE. 

POLOCAINE-MPF (Mepivacaine IICI Injection. L'SI'i with- 
out prescr\'atives is available as follows: 
\n Single-dose vials of 30 mL (NDC 0186-0412.01) 
1.5<;2> Si ngle-dosc vials of 30 niLlNOC 01S6-041S-on 
'1% Singlo-dose vials of 20 mL (NDC 018G-0.t22-U 1 > 
POLOCAlNE (Mepivacaine HCl Injection, USP» with pio- 
servntives is available as follows: 
\% Multiple-dose vials of 50 mL (NDC 018fi-04l0-01> 
2rc Multiple-dose vials of 50 mL (NDC 0 1S6-042U-0 1 ) 



Store at controlled room temperature 15-30*C (59-86*P); 
brief exposure up to 40*C ( 104*F) does not adversely affect 
the product. 

All trademarks aro the property of the AstraZeneca group 

OAstraZeneca2002 

AstraZeneca LP. Wilmington, DE 19850 

721668-03 
Rev. 01/02 



PRILOSEC® U 

{pri-l6-sik\ 

(OMEPRAZOLE) 

DELAYED-RELEASE CAPSULES 

DESCRIPTION 

The active ingredient in PRILOSEC (omeprazole) Delayed- 
Release Capsules is a substituted benzimidazole, 5-meth- 
oxy-2-II(4-methoxy-3, 5-dimethyl-2-pyridinyl) methyll sulfi- 
nyll'lH'benztmidazole. a compound that inhibita gastric 
acid secretion. Its empirical formula is C17H19N3O3S, with a 
molecular weight of 345.42. The structural formula is: 

H S 

0CH3 

Omeprazole is a white to off-white crystalline powder which 
melts with decomposition at about 155*C. It is a weak base, 
freely soluble in ethanol and methanol, and slightly soluble 
in acetone and isopropanol and very slightly soluble in wa- 
ter. The stability of omeprazole is a function of pH; it is rap- 
idly degraded in acid media, but has acceptable stability un- 
der alkaline conditions. 

PRILOSEC is supplied as delayed-release capsules for oral 
administration. Each delayed-release capsule contain.s ei- 
ther 10 nig, 20 mg or 40 mg of omeprazole in the form of 
enteric-coated granules with the following inactive ingredi- 
ents: cellulose, disodium hydrogen phosphate, hydroxy- 
propyl cellulose, hydroxypropyl methylcellulose, lactose, 
mannitol, sodium lauryl sulfate and other ingredients. The 
capsule shells have the following inactive Ingredients: gela- 
tIn-NF, FD&C Blue #1, FD&C Red #40. D&C Red #28. tita- 
nium dioxide, synthetic black iron oxide, isopropanol, butyl 
alcohol. FD&C Blue #2. D&C Red #7 Calcium Lake, and, in 
addition, the 10 mg and 40 mg capsule shells also contain 
D&C Yellow ttlO. 
CLINICAL PIIARAUCOLOGY 
Pharmacokinetics and Metabolism: Omeprazole 
PRILOSEC Delayed-Release Capsules contain an enteric- 
coated granule formulation of omeprazole (because 
omeprazole is acid-labile), so that absorption of omeprazole 
begins only after the granules leave the stomach. Absorp- 
tion is rapid, with peak plasma levels of omeprazole occur- 
ring within 0.5 to 3.5 hours. Peak plasma concentrations of 
omeprazole and AUC are approximately proportional to 
doses up to 40 mg, but because of a saturable first-pass ef- 
fect, a greater than linear response in peak plasma concen- 
tration and AUC occurs with doses greater than 40 mg. 
Absolute bioavailability (compared to intravenous adminis- 
tration) is about 30-40'7c at doses of 20-40 mg. due in large 
part to presystemic metabolism. In healthy subjects the 
plasma half-life is 0,5 to 1 hour, and the total body clearance 
is 5UO-G00 mL/min. Protein binding is approximately 95%. 
The bioavailability of omeprazole increases slightly upon re- 
peated administration of PRILOSEC Delayed-Release 
Capsules. 

Following single dose oral administration of a buffered so- 
lution of omeprazole, little if any unchanged drug was ex- 
creted in urine. The majority of the dose (about 77%) was 
eliminated in urine as at least six mctahtilites. Two were 
iditntified as hydrtixyonieprazole and Uie corrcsixinding ctir- 
iMxylic acid. The remainder of the dose was recoverable in 
feces. This implies n significant biliary excretion of the me- 
tabolites of omeprazole. Three metabolites have been iden- 
tified in plasma — ~ the sulfide and suifone derivatives of 
omeprazole, and hydroxyomeprazole. These metabolites 
have ver>' little or no antisecretory activity. 
In patients with chronic hepatic disease, the bioavailability 
increased to approximately 100% compared to an I.V. dose, 
reflecting decreased first-pass effect, and the plasma half- 
life of the drug increased to nearly 3 hours comparc<l to the 
liuir-life in normals of Cfj-l hour. Pla.sma clearance aver- 
aged 7U mUinin. compared to a value of 500-600 mL/min in 
normal subjects. 

In pntlcnt.s with chronic renal Impairment, who.se creati- 
nine clearance ranged bciwi.'cn 10 and 62 miymin/1.73 m', 
the disposition of omeprazole was very similar to that in 
healthy volunteers, although there was a slight increase in 
bioavailability. Because urinary excretion is a primary route 
of excretion of omeprazole mctaholite.s. their elimination 
•slnv/od in proportion to the decreased creatinine clearance. 
The elimination rale of omeprazole was somewhat de- 
creased in the elderly, and bioavailability was increased. 
Omeprazole was 76*'r- bioavnilable when a single 40 mg oral 
dose of omeprazole (buffered solution) was administered tu 
healthy elderly volunteers, versus 58^ in young volunteers 
given the same dose. Nearly lOTr of the dose was recovered 

Continued on next page 
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in urine as metabolites of omeprazole and no unchanged 
drug was detected. The plasma clearance of omeprazole was 
250 mUmin fnbout half that of young volunteers) and its 
plasma halMtfe averaged one hour, about twice that of 
yount; healthy volunteers. 

In pharmacokinetic studies of single 20 mg omeprazole 
doses, an increase in AUG of approximately four-fold was 
noted in Asian subjects compared to Caucasians. 
Dose adjustment, particularly where maintenance of heal- 
ing of erosive esophagitis is indicated, for the hepatically 
impaired and Asian subjects should be considered. 
PRILOSEC Dolnyod-Rclcasc Capsule 40 mg vtM biocquiva- 
Icnt when administered with and without applesauce. How- 
ever, PRILOSEC Delaycd-Relcase Capsule 20 mg was not 
bioequivalent when administered with and without apple- 
sauce. When administered with applesauce, a mean 25% re- 
duction in C„„, was observed without a significant change 
in AUG for PRILOSEC Dclayed-Relcasc Capsule 20 mg. 
The clinical relevance of this finding is unknown. 
The pharmacokinetics of omeprazole have been investigated 
in pediatric patients of diOerent ages. 

Pharmacokinetic Parameters of Omeprazole Following 
Single nnd Repeated Oral Administration in Pediatric 
Populations Compared to Adults 



Single or 


Childrent 


Childrent 


Adults* 


Repeated 


< 20 kg 


> 20 kg 


(mean 76 kg) 


Oral Dosing/ 


2-5 years 


6-16 years 


23-29 years 


Parameter 


10 mg 


20 mg 


(n=12) 




Single Dosing 




Cmax* 


288 (n=10) 


495 (n=49) 


668 


(np/mL) 








AUG* 


511 (n=7) 


1140 (n^2) 


1220 


(ng h/mL) 










Repeated Dosing 






539 (n=4) 


851 (nt=32) 


1458 


(ng/niL) 








AUG' 


1179 (Q=2) 


2276 (n=23) 


3352 


(ng li/mL) 









Note: * = plasma concentration adjusted to an oral dose of 
1 ni^g. 

tData from single and repeated dose studies 
I Data from a single and repeated dose study 
Doses of 10, 20 and 40 mg Omeprazole as Enteric- 
Coated Granules 

Following comparable mg/kg doses of omeprazole, younger 
children (2-5 years) have lower AUCs than children 6-16 
years or adults; AUCs of the latter two groups did not differ, 
(.see DOSAGE AND ADMINISTRATION, Pediatric Pa- 
tients). 

Pharmacokinetics: Combination Therapy with Antimicrobi- 
als 

Omeprazole 40 mg daily was given in combination with 
clarithromycin 500 mg every 8 hours to healthy adult 
mule subjects. The steady state plasma concentrations of 
omeprazole were increased (C„„, AUC0.24, and Ti^i 
increases of 30%, 89% and 34% respectively) by the concom- 
itant administration of clarithromycin. The observed in* 
creases in omeprazole plasma concentration were associ- 
ated with the following pharmacological effects. The mean 
24-hour gastric pH value was 5.2 when omeprazole was ad- 
ministered niono and 5.7 when co-adminislcrcd with 
clarithromycin. 

The plasma levels of clarithromycin and 14-hydroxy- 
clarithromycin were increased by the concomitant aidminis- 
trntion of omcpmzole. For clarithromycin, the mean C„„, 
was ion. greater, the mean C^;,, wa.s 27% greater, and the 
meatj AUC(^ was 15% greater when clarithromycin was ad- 
ministered with omeprazole than when clarithromycin was 
administered alone. Similar results were seen for 14- 
hydro.xy-clarithromycin, the mean Co,„ was 45% greater, 
the mean Caua was 57% greater, and the mean AUC^^ was 
45% greater. Clarithromycin concentrations in the gastric 
tissue and mucus were also increased by concomitant ad- 
ministration of omeprazole. 

Clarithromycin Tissue Concentrations 
2 hours aller Dose' 

Clarithromycin -f 
Tissue Clarithromycin Omeprazole 

iVntrum 10.4S ± 2.01 (n = 5) 19.96 ± 4.71 (n = 5) 
Fundus 20.81 ± 7.64 (n = 5) 24.25 ± 6.37 (n » 5) 
Mucus 4.15 i 7.74 (n » 4 ) 39.29 t 32.79 (n e 4) 

'Mean ± SD (ug/g) 

For information on clarithromycin pharmacokinetics nnd 

microbiology, consult the clarithromycin package insert. 

CLINICAL PHARMACOLOGY section. 

The pharnincukinotics of omeprazole, clarithromycin, nnd 

amo.vicilIin have not been adequately studied when all three 

drugs are administered concomitantly. 

For information on amoxicillin pharmacokinetics and micro- 

biolog>'. see the amoxicillin package insert, ACTIONS, 

PHi\RtNL\C0LOGY nnd MICROBIOLOGY sections. 

Pharmacodynamics 

Merhanism of Action 

Omeprazole belongs to a new class of antisecretory com- 
pounds, the substituted benzimidazules. that do not exhibit 



anticholinergic or Hj histamine antagonistic properties, but 
that suppress gastric ucid secretion by specific inhibition of 
the I V/K* ATPasc enzyme system at the secretory surface of 
the gastric parietal cell. Because this enzyme system is re- 
garded as the acid (proton) pump within the gastric mucosa, 
omeprazole has been characterized as a gastric acid-pump 
inhibitor, in that it blocks the final step of acid production. 
This effect is dose-related and leads to inhibition of both 
basal and stimulated acid secretion irrespective of the stim- 
ulus. i\nimal studies indicate that after rapid disappear- 
ance from plasma, omeprazole can be found within the gas- 
tric mucosa for a day or more. 
Antisecretory Activity 

After oral administration, the onset of the antisecretory ef- 
fect of omeprazole occurs within one hour, with the maxi- 
mum effect occurring within two hours. Inhibition of secre- 
tion is about 50% of maximum at 24 hours and the duration 
of inhibition lasts up to 72 hours. The antisecretory effect 
thus lasts far longer than would be expected from the very 
short (less than one hour) plasma half-life, apparently due 
to prolonged binding to the parietal H*/K* ATPase enzyme. 
When the drug is discontinued, secretory activity returns 
gradually, over 3 to 5 days. The inhibitory effect of omepra- 
zole on acid secretion increases with repeated once-daily 
dosing, reaching a plateau after four days. 
Results from numerous studies of the antisecretory effect of 
multiple doses of 20 mg and 40 mg of omeprnzolc in normal 
volunteers and patients arc shown below. The "max" value 
represents determinations at a time of maximum effect (2-6 
hours after dosing), while "min* values are those 24 hours 
after the last dose of omeprazole. 

Range of Mean Values from Multiple Studies 
of the Mean Antisecretory Effects of Omeprazole 
After Multiple Da il y Dosing 

Omeprazole Omepmzolu 
Pa rameter 20 mg 40 mg 

% Decrease in Max Min Max Min 

Bn.sal Acid Output 78* 58-80 94 * 80-93 



% Decrease in 
Peak Acid Output 


79* 


50-59 


88* 


62-68 


% Decrease in 
24-hr. Intragastric 
Acidity 




80-97 




92-94 



*Single Studies 

Single daily oral doses of omeprazole ranging from a dose of 
10 mg to 40 mg have produced 100% inhibition of 24-hour 
intragastric acidity in some patients. 
Enterochromaffin-like (ECU Cell Effects 
In 24-month carcinogenicity studies in rats, a dose-related 
significant increase in gastric carcinoid tumors and ECL cell 
hyperplasia was observed in both male and female animals 
(see PRECAUTIONS. Carcinogenesis, Mutagenesis, 
Impairment of Fertility). Carcinoid tumors have also been 
observed in rats subjected to fundcctomy or long-term treat- 
ment with other proton pump inhibitors or high doses of M;^- 
receptor antagonists. 

Human gastric biopsy specimens have been obtained from 
more than 3000 patients treated with omeprazole in long- 
term clinical trials. The incidence of ECL cell hyperplasia in 
these studies increased with time; however, no case of ECL 
cell carcinoids, dysplasia, or neoplasia has been found in 
these patients (see CLINICAL PHARMACOLOGY, Patho- 
logical llypcrsi.'cretory Conditions). However, these studios 
are of insufGcicnt duration and size to rule out 
the possible influence of long-term administration of 
omeprazole on the development of any premalignant or ma- 
lignant conditions. 
St'runt Gastrin Effects 

In studies involving more than 200 patients, serum gastrin 
levels increased during the first 1 to 2 weeks of once-daily 
administration of therapeutic doses of omeprazole in paral- 
lel with inhibition of acid secretion. No further increase in 
serum gastrin occurred with continued treatment: In com- 
parison with histamine Hj-receptor antagonists, the me- 
dian increases produced by 20 mg doses of omeprazole were 
higher (1.3 to 3.6 fold vs. 1.1 to 1.8 fold increase). Gastrin 
values returned to pretreatment levels, usually within 1 to 
2 weeks after discontinuation of therapy. 
Other Effects 

Systemic effects of omeprazole in the CNS, cardiovascular 
and respiratory systems have not been found to date. 
Omeprazole, given in oral doses of 30 or 40 mg for 2 to 4 
weeks, had no effect on thyroid function, carbohydrate me- 
tabolism, or circulating levels of parathyroid hormone. Cor- 
tisol, estradiol, testosterone, prolactin, cholccystokinin or 
secretin. 

No effect on gastric emptying of the solid and liquid compo- 
nents of a test meal was demonstrated after a single dose of 
omeprazole 90 mg. In healthy subjects, a single LV. dose of 

omeprazole (0.35 mg/kg) had no effect on intrinsic factor sc- 
crulion. No systematic doso-dcpendent effect has been ob- 
scr\'ed on basal or stimulated pepsin output in humans. 
However, when intragastric pH is maintained at 4.0 or 
above, basal pepsin output is low, and pepsin activity is de- 
creased. 

As do other agents that elevate intragastric pH, omeprazole 
administered for 14 days in healthy subjecla produced n sig- 
nificant increase in the intragastric concentrations of viable 
bacteria. The pattern of the bacterial species was un- 
changed from that commonly found in saliva. All changes 
resolved within three days of stopping treatment. 



The course of Barrett's esophagus in 106 patients was eval- 
uated in a U.S. double-blind controlled study of PRILOSEC 
40 mg b.i.d. for 12 months followed by 20 mg b.i.d. for 12 
months or ranitidine 300 mg b.i.d. for 24 months. No clini- 
cally significant impact on Barrett's mucosa by antisecre- 
tory therapy was observed. Although neosquamous epithe- 
lium developed during antisecretory therapy, complete 
elimination of Barrett's mucosa was not achieved. No signif- 
icant difference was observed between treatment groups in 
development of dysplasia in Barrett's mucosa and no pa- 
tient developed esophageal carcinoma during treatment. No 
significant differences between treatment groups were ob- 
served in development of ECL cell hyperplasia, corpus atro- 
phic gn.stritis, corpus intestinal mct;iplnsin, or colon polypi 
exceeding 3 mm in diameter (see CLINICAL PHARMA- 
COLOGY, Entcrochromoffin-like (ECL) Ceil Effects). 
Clinical Studies 
Duodenal Ulcer Disease 

Active Duodenal Ulcer~ln a multi-center, double-blind, pla- 
cebo-controlled study of 147 patients with endoscopicalt; 
documented duodenal ulcer, the percentage of patients 
healed (per protocol) at 2 and 4 weeks was significantl; 
higher with PRILOSEC 20 mg once a day than with placebo 
(p s O.Ol). 



Treatment of Active DutKlenal Ulcer 
% of Patients Healed 

PRILOSEC Placebo 
20 mg a.m. a.m. 

(ng99) (n = 48) 
*4l 13 
•75 27 



TVeatment of Active Duodenal Ulcer 
% of Patients Healed 
PRILOSEC 



20 mg 
(n = .34 ) 

*83 ■ 

*97 

100 



40 mg 
(n 36) 
* 83 
*100 
100 



Ranitidine 
150 mg b.i.d. 
(n = 35) 
53 



Week 2 
Week 4 
•(p s 0.01) 

Complete daytime and nighttime pain relief occurred signif- 
icantly faster (p :S 0.01) in paticnLs treated with PRILOSEC 
20 mg than in paticnL<< treated with placebo. At the end of 
the study, significantly n>orc patients who had received 
PRILOSEC had complete relief of daytime pnin (p ^ 0.05) 
and nighttime pain (p £ 0.01). 

In a multiccnter. double-blind study of 293 patients with en- 
doscopically documented duodenal ulcer, the percentage of 
patients healed (per protocol) at 4 weeks was significantly 
higher with PRILOSEC 20 rag once a day than with raniti- 
dine 150 mg b.i.d. (p < 0.01). 



TVeatment of Active Duodenal Ulcer 
% of Patients Healed 

PRILOSEC Ranitidine 
20 mg a.m. 150 mg b.i.d. 

(n = 145) (n = 148) 

42 34 



Week 2 
Week 4 

*(p < 0.01) 

Healing occurred significantly faster in patients treated 
with PRILOSEC than in those treated with ranitidine 
1.50 mg b.i.d. (p < O.Ol). 

In n foreign multinational randomized, duublc-blind study 
of 105 patients with endoscopically documented duodenal 
ulcer, 20 mg and 40 mg of PRILOSEC were compared to 
150 mg b.i.d. of ranitidine at 2, 4 and 8 wcck.s. At 2 and 4 
weeks both doses of PRILOSEC were statistically superior 
(per protocol) to ranitidine, but 40 mg was not superior to 
20 mg of PRILOSEC, and at 8 weeks there was no signifi- 
cant difference between any of the active drugs. 



Week 2 
Week 4 

Weeks 100 100 94 

•(p s 0.01) 

H. pylori Eradication in Patients with Duodenal Ulcer Dis- 
ease Tt-iple Therapy (PRILOSEC /clarithromycin /amoxicil- 
tin)— Three U.S., randomized, double-blind clinical studies 
in patients with H. pylori infection and duodenal ulcer dis- 
ease (n = 558) compared PRILOSEC plus clarithromycin 
plus amoxicillin to clarithromycin plus amoxicillin. Two 
studies (126 and 127) were conducted in patients with an 
acti\-e duodenal ulcer, and the other study (M96-446) was 
conducted in patients with a history of a duodenal ulcer in 
the past 5 years but without an ulcer present at the time of 
enrollment. The dose regimen in the studies was 
PRILOSEC 20 mg b.i.d. plus clarithromycin 500 mg b.i.d. 
plus amoxicillin 1 g b.i.d. for 10 days; or clarithromycin 
500 mg b.i.d. plus amoxicillin 1 g b.i.d. for 10 days. In stud- 
ies 126 and 127, patients who took the omeprazole regimen 
also received an additional 18 days of PRILOSEC 20 mg q.d. 
Endpoints studied were eradication of//, pylori and duode- 
nal ulcer heating (studies 12G nnd 127 only). //. pylori sta- 
tus was dctcrniincfl by CLOtest®, histology and culture in 
all three studies. For a given patient, H. pylori was cimsid- 
ered eradicated if at least two of these testa were negative, 
and none was positive. 

The combination of omeprazole plus clarithromycin plus 
amoxicillin was effective in eradicating //. pylori. ' 
ISoG first Ltble at top of next pngel 

Dual Therapy (PRILOSEC / clarithromycin i— Four random- 
ized, double-blind, multi-center studies (M93-067, M93-100, 
M92-812b. and M93-058) evaluated PRILOSEC 40 mg q.d. 
plus clarithromycin 500 mg t.i.d. for 14 days, followed by 
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PRILOSEC 20 mg q.d. (M93-067, M93-100, M93-058) or by 
PRILOSEC 40 mg q.d. (M92-812b) for an additional 14 days 
in patients with active duodenal ulcer associated with H. 
pylori. Studies M93-067 and M93-100 were conducted in the 
U.S. and Canada and enrolled 242 and 256 patients, respec- 
tively. H. pylori infection and duodenal ulcer were confirmed 
in 219 patients in Study M93-067 and 228 patients in Study 
M93-100. These studies compared the combination regimen 
to PRILOSEC and clarithromycin monotherapies. Studies 
M92-812b and M93-058 were conducted in Europe and en- 
rolled 154 and 215 patients, respectively. H. pylori infection 
and duodenal ulcer were confirmed in 143 patients in study 
M92-8l2b and 208 patients in Study M93-058. These stud- 
ies compared the combination regimen to omeprazole mono- 
therapy. The results for the efficacy analyses for these stud- 
ies are described below. H. pylori eradication was de6ned as 
no positive test (culture or histology) at 4 weeks following 
the end of treatment, and two negative tests were required 
to be considered eradicated of H. pylori. In the per-protocol 
analysis, the following patients were excluded: dropouts, 
patients with missing H. pylori tests post-treatment, and 
patients that were not assessed for H, pylori eradication be- 
cause they were found to have an ulcer at the end of 
treatment. 

The combination of omeprazole and clarithromycin was ef- 
fective in eradicating H. pylori. 
(See second table abovel 

Ulcer healing was not significantly different when clarithro- 
mycin was added to omeprazole therapy compared to 
omeprazole therapy alone. 

The combination of omeprazole and clarithromycin was ef- 
fective in eradicating H. pylori and reduced duodenal ulcer 
recurrence. 

(See third table abovel 
Gastric Ulcer 

In a U.S. multicenter, double-blind, study of omeprazole 
40 mg once a day. 20 mg once a day, and placebo in 520 pa- 
tients with endoscopically diagnosed gastric ulcer, the fol- 
lowing results wore obtained. 

TVeatment of Gastric Ulcer 
^ of Patients Healed 

(All Patients Treated) 
PRILOSEC PRILOSEC 



Week 4 
Week 8 



20 mg q.d. 

(n = 202) 
47.5** 
74.8" 



40 mg q.d. 
(n = 214) 

55.6** 

82.7*' 



Placebo 
(n = 104) 

30.8 

48.1 



**(p < 0.01) PRILOSEC 40 mg or 20 mg versus placebo 
*(p < 0.05) PRILOSEC 40 mg versus 20 mg 

For the stratified groups of patients with ulcer size less than 
or equal to 1 cm, no difference in healing rates between 
40 mg and 20 mg was detected at either 4 or 8 weeks. For 
patients with ulcer size greater than 1 cm, 40 mg was sig- 
nificantly more effective than 20 mg at 8 weeks. 
In a foreign, multinational, double-blind study of 602 
patients with endoscopically diagnosed gastric ulcer, 
omeprazole 40 mg once a day, 20 mg once a day, and raniti- 
dine 150 mg twice a day were evaluated. 



Treatment of Gastric Ulcer 
*re of Patients Healed 
(All Patients Treated) 
PRILOSEC PRILOSEC 
20 mg q.d. 40 mg q.d. 
(n = 200) {n = 187) 



Ranitidine 
150 mg b.i.d. 
(n = 199) 



Week 4 63.5 78.1*'-** 56.3 

Weeks 81.5 91.4**-** 78.4 

**(p < 0.01) PRILOSEC 40 mg versus ranitidine 
**(p < 0.01) PRILOSEC 40 mg versus 20 mg 

Gastroesophageal Reflux Disease (GERD) 
Symptomalic GKRD 

A placebo controlled study was conducted in Scandinavia to 
compare the efficacy of omeprazole 20 mg or 10 mg once 
daily for up to 4 weeks in the treatment of heartburn and 
other symptoms in GERD patients without erosive usuplm- 
gitis. Results are shown below. 

9f' Successful Symptomatic Outcome" 

PRILOSEC PRILOSEC Placebo 
20 mg a.m. 10 mg a.m. a.m. 
All patients 46* t 31t 13 

(n = 205) (n a 199) (n = 105) 
Patients with 56* t 36t 14 

confirmed GERD (n s 115) (n « 109) (n « 59) 
'Defined as complete resolution of heartburn 
*(p < 0.005) versus 10 mg 
Kp < 0.005) versus placebo 

Erosive Esophagitis 

In a U.S. multicenter double-blind placebo controlled study 
of 20 nig or 40 mg of PRILOSEC Dcluycd-Rt-lcaso Capsulcii 
in patients with symptoms of GERD and endoscopically di- 
agnosed erosive csophagitis of grade 2 or above, the percent- 
age healing rates I per protocol) were as follows: 



Week 
4 
8 



20 nig 
I'RILOSICC 
(n = 83) 
39»* 
74* 




••(p < 0.01) PRILOSEC versus placebo. 
In this study, the 40 mg dose was not superior to the 20 mg 
dose of PRILOSEC in the percentage healing rate. Other 



Per-protocol and Intent-to-lVeat H. pylori Eradication Rates 
% of Patients Cured (95% Confidence Intervall 



PRILOSEC +clarithromycin 
+amoxicillin 



Clarithromycin -t-amoxicilUn 



Per-Protocolt 



Intent-to-Treatt 



Per-Protocolt 



Intent-to-Treatf 



Study 126 
Study 127 
Study M96-446 



•77 (64. 86] 
(n »64) 

•78 167, 881 
(n = 65) 

*90 (80. 961 
(n = 69) 



•69 [57. 791 
(n = 80) 

•73 (61. 821 
(n « 77) 

•83 (74. 911 
(n s84) 



43 (31, 561 
(n = 67) 

41 (29,541 
(ns66) 

33 (24, 44] 
(n » 93) 



37 (27. 48} 
(n=84) 

36 (26. 471 
(nH83) 

32 123, 421 
(ns99) 



tPatients were included in the analysis if they had confirmed duodenal ulcer disease (active ulcer, studies 126 and 127; 
history of ulcer within 5 years, study M96-446) and H. pylori infection at baseline defined as at least two of three positive 
endoscopic tests from CLOtest®. histology, and/or culture. Patients were included in the analysis if they completed the study. 
Additionally, if patients dropped out of the study due to an adverse event related to the study drug, they were included in the 
analysis as failures of therapy. The impact of eradication on ulcer recurrence has not been assessed in patients with a past 
histor>' of ulcer. 

tPatients were included in the analysis if they had documented H. pylori infection at baseline and had confirmed duodenal 
ulcer disease. All dropouts were included as failures of therapy, 
•(p < 0.05) versus clarithromycin plus amoxicillin. 



H. pylori Eradication Rates (Per-Protocol Analysis at 4 to 6 Weeks) 
% of Patients Cured 195*;? Confidence Interval! 





PRILOSEC + 
Clarithromycin 


PR!IX)SEC 


Clarithromycin 


U.S. Studies 






31 (18. 471 


Study M93-067 


74 160. 85in 


0 (0. 71 


(n a 53) 


in = 54) 


in s 42) 


Study M93-100 


64 151, 76in 


0 (0, 61 


39 (24, 551 


(n = 61) 


(n « 59) 


(n B 44) 


Non U.S. Studies 






N/A 


Study M92-8l2b 


83 171.921$ 


1 [0. 71 


In = 60> 


(n = 74 > 




Study My3-058 


74 Iti-t. A'Mt 


1 10. Gl 


. N/A 


(n = 8G( 


(n = 90) 





t Statistically significantly higher than clarithromycin monotherapy (p < 0.05) 
t Statistically significantly higher than omeprazole monotherapy (p < 0.05) 



Duodenal Ulcer Recurrence Rates by H. pylori Eradication Status 
% of Patients with Ulcer Recurrence 



H. pylori 
eradicated' 



H. pylori not 
eradicated* 



U.S. Studiest 
6 months post-treatment 
Study M93-067 

Study M93.100 

Non U.S. Studiest 
6 months post>treatment 
Study M92-812b 

• Study M93-058 

12 months post-treatment 
Study M92^12b 



*35 
(n « 49) 



(n = 53) 



•5 
(n = 43) 

♦6 
(n « 53) 

♦5 

(n « 39) 



60 
(n = 88) 



(n = 106) 



46 
(n s 78) 

43 
(n = 107) 



(n a 71) 



' H. pylori eradication status assessed at same timepoint as ulcer recurrence 

t Combined results for PRILOSEC > clarithromycin, PRILOSEC, and clarithromycin treatment arms 

t Combined results for PRILOSEC * clarithromycin and PRILOSEC treatment arms 

*(p s 0,01) versus proportion with duodenal ulcer recurrence who were not H. pylori eradicated 



controlled clinical trials have also shown that PRILOSEC is 
effective in severe GERD. In comparisons with histamine 
H.^-recepti)r antagonists in patients with erosive esophsigi- 
tis, grade 2 or above, PRILOSEC in a dose of 20 mg was 
significantly more effective than the active controls. Com- 
plete daytime and nighttime heartburn relief occurred sig- 
nificantly faster tp < O.Ol) in patients treated with 
PRILOSEC than in those taking placebo or histamine H^- 
receptor antagonists. 

In this and five other controlled GERD studies, significantly 
more patients taking 20 mg omeprazole (84%) reported com- 
plete relief of GERD symptoms than patients receiving pla- 
cebo (12*:; ). 

Long Tirm Maintenance Treatment of Erosive Esophagitis 
in a U.S. double-blind, randomized, multicenter, placebo 
controlled study, two dose regimens of PRILOSEC were 
studied in patients with endoscopically confirmed healed 
esophagitis. Results to deterinine nuiintenance of healing of 
erosive e:(opliagitis are shown IhtIow. 



Life Table Analysis 

PRILOSEC 
20 mg 3 days 
per wt!i'k 



PRILOSEC 
20 nig q.d. 
(I) = i:tS) 



(II = 137) 



IMareNi 

(n = inn 



IVreent In 
endoscopic 
remission at 
6 months 



•70 



•(p < 0-01) PRILOSEC 20 mg q.d. versus PRILOSEC 
20- mg 3 consecutive days per week or placebo. 



In an international multicenter double-blind study, 
PRILOSEC 20 mg daily and 10 mg daily were compared to 
ranitidine 150 mg twice daily in patients with ondiiMcupi- 
cally confirmed healed esophagitis. The table below pro- 
vides the results of this study for maintenance of healing of 
erosive esophagitis. 



Life Table Analysis 
PRILOSEC PRILOSEC 



20 mg q.d. 
(n a 131) 



10 mg q.d. 
(n = 133) 



Ranitidine 
150 mg b.i.d. 
(n « 128) 



Percent in 
endoscopic 
remission at 

12 months '77 $58 46 

•(p = 0.01) PRILOSEC 20 mg q.d. versus PRILOSEC 

10 mg q.d. or Ranitidine. 
t(p = 0.03) PRILOSEC 10 mg q.d. versus Ranitidine. 

In patients who initially had ^'rades 3 or 4 erosive esopha- 
gitis, for maintenance nfXer healing 20 mg daily of 
PRILOSEC was effective, while 10 mg did not demonstrate 
effectiveness. 

Palholngical Hypersecretory Conditions 
In open studies of 136 patients with pntliological hyiK'rse- 
eretory conditions, such u.h Z«illinger-EllijMin (ZKt syndrome 
with or without multiple endocrine adenomas. PRILOSEC 
Delayed- Release Capsules significantly inhibited gastric 
acid secretion and controlled associated symptoms of diar- 

Continued on next page 
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Prilosec — Cont. 

rho;i, nnoroxia, and pain. Dohcs ranuinR rrom 20 every 
other (lay to 360 mg per day maintained basal acid secretion 
below 10 mEq/hr in patients without prior gastric surgery, 
and below 5 mEq/hr in patients with prior gastric surgery' 
Initial doses were titrated to the individual patient need 
and adjustmcnU were necessary with time in snmc patients 
«scc DOSAGE AND ADMINISTRATION). PRILOSEC was 
well tolerated at these high dose levels for prolonged periods 
«> 5 years in some patients). In most ZE patients, serum 
fjastrin levels were not modified by PRILOSEC. However, in 
some patients serum gastrin increased to levels greater 
than those present prior to initiation of omeprazole therapy. 
At least 11 patients with ZE syndrome on long-term treat- 
ment with PRILOSEC developed gastric carcinoids. These 
flnflings are believed to be a manifestation of the underlying 
condition, which is known to be associated with such tu- 
mors, rather than the result of the administration of 
PRILOSEC (see ADVERSE REACTIONS). 
Microbiology 

Omcprazoie and clarithromycin dual therapy and 
omeprazole, clarithromycin and amoxicillin triple therapy 
hove been shown to be active against most strains of Heli- 
cobacter pylori in vitro and in clinical infections as described 
in the INDICATIONS AND USAGE section. 
Helicobacter 
Helicobacter pylori 
Pr atreatmentResIstanco 

Clarithromycin prctrcntment resistance rates wore 3.5% (4/ 
1 13) in the omeprazole/clarithromycin dii:il thernpv studios 

*m;):mh;7, mm-ioo) ;,nd 9.n% (-whym in om.'.pm/.oit./ 

danthromycin/amo.xicillin triple therapy studios (126 127 
M96-446>. 

/Viioxicillin pretreatment susceptible isolates (s 0 25 ng/ 
mL) were found in 99.3% (436/439) of the patients in the 
omcprazole/clnrithromycin/omoxicillin triple thorapv stud- 
i 12(». 127. M9G-4461. Amoxicillin prvtrentmciit minimum 
inhibitor^' inniTnlriitiiins (MICs) > 0.25 ii^/niL <HCurr«tl in 
().70{ (3/.t3!)i of the patients, all of whom wore in tho 
i-l.trithriintyrin and amoxicillin study arm. Om- patirnt hacl 
an iiiu iinnrmt.<d pn'treatmcnt amuxicillin minimum inhibi- 
t.)ry concentration <MIC) of > 25(i pg^mL by Etust®. 
USci' table bclowt 

P.itientsf not rradicatod of //. pylori followini; omcpraznli-/ 
cl.iriUiromycin/nmoxirillin triple therapy or omeprazole/ 
diiriiiiromycin dual therapy will likely have clarithromycin 
resistant H. pylori isolates. Therefore, clarithromycin sus- 
ceptibility testing should be done, if possible. Patients with 
clarithromycin resistant H. pylori should not be treated 
with any of the following: omeprazole/clarithromycin dual 
therapy, omeprazole/clarithromycin/amoxicillin triple ther- 
apy, or other regimens which include clarithromycin as the 
sole antimicrobial agent. 

A moxicillin Susceptibility Test Results and Clinical/Bacteri- 
ological Outeomes ' ; 

in the triple therapy clinical trials. 84.9% (157/185) of the 
patients in the omeprazole/clarithromycin/amoxicillin treat- 
ment group who had pretreatment amoxicillin susceptible 
MlCs (iJ 0.25 Mg/mL) were eradicated of//, pylori and 15.1% 
< 28/185) failed therapy. Of the 28 patients who failed triple 
therapy. 11 had no post-treatment susceptibility test results 
ami 17 had post- treatment //. pylori isolates wiU» amoxicil- 
lin susMTcptiblc MICs. Eleven of the paUents who failed tri- 
ple therapy also had post-treatment H. pylori isolates with 
clarithromycin resistant MICs. 
Susceptibirity Test for Helicobacter pylori 
The reference methodology for susceptibility testing of H. 
pylori is agar dilution MICs*. One to three microliters of an 
inoculum equivalent to a No. 2 McFariand standard (1 x 
10' - 1 X 10^ CFU/mL for H. pylori) are inoculated directly 
onto freshly prepared antimicrobial containing Mueller- 
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Hinton agar plates with 5% aged defibrinatcd sheep blood 
(z2 weeks old). The agar dilution plates are incubated at 
35*C in a microaerobic cnN-ironment produced by a gas gen- 
erating system suitable for Campylobacters. After 3 davs of 
incubation, the MICs are recorded as the lowest concentra- 
tion of antimicrobial agent required to Inhibit growth of the 
organism. The clarithromycin and amoxicillin MIC values 
should be interpreted according to the following criteria: 

Clarithromycin MIC (pg/mL)" Interpretation 



s 0.25 
0.5 
^ 1.0 



Susceptible 
Intermediate 
Resistant 



Amoxicillin MIC (uufmL'f-^ Interpretation 



(S) 
(I) 
(R) 



0.25 



Susceptible 



(S) 



These are tentative breakpoints for the agar dilution 
methodology and they should not be used to interpret re- 
^ sulU) obtained using alternative methods. 
There were not enough organisms with MICs > 0.25 pw/niL 
to determine a resistance breakpoint 

Standardized susceptibility test procedures require the use 
of laboratory control microorganisms to control the techni- 
cal aspects of the laboratory procedures. Standard clarithro- 
myan and amoxicillin powders should provide the following 

MIC values: 



Microorganism 



Antimicrobial 

Agent MIC^ipg/mL)" 



//. pylori 
ATCC 43504 
H. pylori 
ATCC 43504 



Clarithnmiycin 0.0ir>-0.12 U'U/mL) 
Amoxicillin 0.016-0.12 (pg/mL) 



These arc quality control range.s for the apnr dilution 
mi'tluMlnlngy and they shouM not Iw; n»v(\ to contrtil lesi 
resulUs iihUiinitl using alternativo rntaluHtii. 

INDICATIONS AND USACiK 
Duodenal Ulcer 

PRILOSEC Delnyed-Relen.se Capsules are indicated for 
short-term Irentnient of active duodenal ulivr. Must pa 
tiontM hi'iil within four weeks. Some patients may ri<«iuiri 
an additional four weeks of therapy. 

PRILOSEC Delayed-Release Capsules, in combination with 
clarithromycin and amoxicillin, are indicated for treatment 
of patients with //. pylori infection and duodenal ulcer dis 
ease (active or up to l-year history) to eradicate H. pvtori. 
PRILOSEC Delayed-Release Capsules, in combination with 
clarithromycin, ore indicated for treatment of patients with 
H. pylori Infection and duodenal ulcer disease to eradicate 
H. pylori. 

Eradication of //. pylori has been shown to reduce the risk of 
duodenal ulcer recurrence (see CLINICAL PHARMACOL- 
OGY, Clinical Studies and DOSAGE AND ADMINISTRA- 
TION). 

Among patients who fail therapy, PRILOSEC with 
clarithromycin is more likely to be associated with the de- 
velopment of clarithromycin resistance as compared with 
triple therapy. In patients who fail therapy, susceptibility 
testing should be done. If resistance to clarithromycin is 
demonstrated or susceptibility testing is not possible, alter- 
native antimicrobial therapy should be instituted. (See Mi- 
crobiology section, and the clarithromycin package insert 
MICROBIOLOGY section.) 
Gastric Ulcer 

PRILOSEC Delayed-Release Capsules are indicated for 
short-term treatment (4-8 weeks) of active benign gastric 
ulcer (see CLINICAL PHARM/\COLOGV. Clinical Studies. 
Gastric Ulcer). 



ClarithromYcIn Susceptibility Test Results and Clintcal/Bacteriological Outcomes 



Clarithromycin 
Pretreatment Results 



Clarithromycin Susceptibility Test Rcsulta and Clinical/Bacteriological Outcomes" 



Ciarithromycin Post-treatment Results 



//. pylori negative - eradicated 



//. pylori positive - not eradicated 
Post-treatment susceptibility results 
S" I* R* No MIC 



Dual Therapy . < omcprazoie 40 mg q.d7clarithromycin 500 mg ti.d. for 14 days followed bv omeprazole 20 mg q d for 
another 14 days) (Studies M93-067. M93.100) cpruzo.c mg q.a. lor 



Susceptible'* 108 
Intermediate^ 1 
Resistant* 4 


72 


1 




26 


9 








1 










4 




yjy'^flS^irF;/,""**??"'* b.i.dAIarithromycin 500 mg b.i.dyamoxiciIlin 1 g b.i.d. for 10 days - 
I J7, M96-446; followed by omeprazole 20 mg q.d. for another 18 days - Studies 126. 127) 


Studies 126. 


Su.xceiitihie'' 171 


153 


7 




3 


8 


Intermediate'^ 












Resistant^ 14 

at 1..J I A- 


4 


1 




6 


3 



.^...v_r-— pic%i<.-tit,iiiciii, (.luriLnrumycm suscepiiouiiy lest results 

busceptible (S) MIC s 0.25 pg/mL, Intermediate (I) MIC 0.5 - 1.0 pg/mL, Resistant (R) MIC a 2 pg/mL 

Information will be tupwMded by supplemenu and subsequent edHlons 



Treatment of Gastroesophageal Reflux Disease (GERD) 

Symptomatic GERD 

PRILOSEC Delayed-Release Capsules are indicated for the 
treatment of heartburn and other symptoms associated 
with GERD. 
Erosive Esophagitis 

PRILOSEC Delayed-Release Capsules are indicated for the 
short-term treatment (4-8 weeks) of erosive esophagitis 
which has been diagnosed by endoscopy (see CLINICAL 
PHARMACOLOGY. Clinical Studies). 
The efficacy of PRILOSEC used for longer than 8 weeks in 
these patients has not been established. In the rare instance 
of a patient not responding to 8 weeks of treatment, it may 
be helpful to give up to an additional 4 weeks of treatment 
If there is recurrence of erosive esophagitis or GERD symp- 
toms (eg, heartburn), additional 4-8 week courses of 
omeprazole may be considered. 
Maintenance of Healing of Erosive Esophagitis 
PRILOSEC Delayed-Release Capsules are indicated to 
maintain healing of erosive esophagitis. 
Controlled Htudies do not extend beyond 12 months. 
Pathological Hypersecretory Conditions 
PRILOSEC Delayed-Release Capsules are indicated for the 
long-term treatment of pathological hypersecretory condi- 
tions leg. Zollinger-Ellisnn syndrome, multiple endocrine 
adenomas and systemic mastocytosis). 

CONTRAINDICATIONS 
Omeprazole 

PRILOSEC Delayed-Release Capsules arc contraindicated 
in patients with known hypersensitivity to any component 
of the rornnilation. 
Clarithromycin 

Clarithromycin is contraindicated in patients with a known 
hypersensitivity to any macrolide antibiotic. 
Concomitant administration of clarithromycin with 
cisapride, pimozide. or terfenadine is contraindicated. There 
have been post-marketing reports of drug interactions when 
clarithromycin and/or orythnmiycin nre c«»-ii(lministcred 
wilh (•isapn<le. jjiinozidr. «r UTfenadine re.'»ulring in i-ardiac 
arrhylhmia.s ((JT prolongation, ventricular tacljyrardin. 
veiiJrinilar tiln ili.ition. :u«l tor.satle.H de jxiinh»s> most likely 
due to initibition of hepatic nieUiUilisni of those drugs by 
erythromycin and clarithromycin. Fatalities have been re- 
ported. (Please refer to full prescribing infonnntion for 
elarithn)mycin Ivforu prescribing.) 
Amoxicillin 

Amoxicillin is contraindicated in patients with a history of 
allergic reaction to any of the penicillins. (Please refer to full 
prescribing information for amo.xicillin before prescribing.) 
WARNINGS 
Clarithromycin 

CLARITHROMYCIN SHOULD NOT BE USED IN PREGNANT 
WOMEN EXCEPT IN CLINICAL CIRCUMSTANCES WHERE 
NO ALTERNATIVE THERAPY IS APPROPRIATE. IF PREG- 
NANCY OCCURS WHILE TAKING CLARITHROMYCIN, THE 
PATIENT SHOULD BE APPRISED OF THE PGTEINmAL HA- 
ZARO TO THE FETUS. (See WARNINGS in prescribing in- 
formation for clarithromydn.) 
Amoxicillin 

SERIOUS AND OCCASIONALLY FATAL HYPERSENSI- 
TIVITY (anaphylactic) REACTION'S HAVE BEEN RE- 
PORTED IN PATIENTS ON PENICILLIN THERAPY 
THESE REACTIONS ARE MORE LIKELY TO OCCUR IN 
INDIVIDUALS WITH A HISTORY* OF PENICILLIN HY- 
PERSENSITIVITY AND/OR A HISTORY OF SENSITW- 
m* TO MULTIPLE ALLERGENS. BEFORE INITIATING 
THERAPY WITH AMOXICILLIN. CAREFUL INQUIRY 
SHOULD BE MADE CONCERNING PREVIOUS HYPER- 
SENSITFVITY REACTIONS TO PENICILLINS, CEPHA- 
LOSPORINS OR OTHER ALLERGENS. IF AN ALLERGIC 
REACTION OCCURS, AMOXICILLIN SHOULD BE DIS- 
CONTINUED AND APPROPRIATE THERAPY INSTI- 
TUTED. SERIOUS ANAPHYLACTIC REACTIONS REQUIRE 
IMMEDIATE EMERGENCY TREATMENT WITH EPINEPH- 
RINE. OXYGEN. IIMTRAVENOUS STEROIDS AND AIRWAY 
MANAGEMENT, INCLUDING INTUBATION. SHOULD ALSO 
BE ADMINISTERED AS INDICATED. (See WARNINGS in 
prescribing information for amoxicillin.) 
Antimicrobials 

Pseudomembranous colitis has been reported with nearly 
all antibacterial agents and may range in severity from mild 
to life-threatening. Therefore, it is important to consider 
this diagnosis in patients who present with diarrhea sub- 
sequent to the administration of antibacterial agents. (See 
WARNINGS in prescribing information for clarithromycin 
and amoxiciUin.) 

Treatment with antibacterial agenU alters the normal flora 
of the colon and may permit overgrowth of Clostridia. Stud- 
ies indicate that a toxin produced by Clostridium difficile is 
a primary cause of 'antibiotic-associated colitis." 
After the diagnosis of pseudomembranous colitis has been 
established, therapeutic measures should be initiated. Mild 
cases of pseudomembranous colitis usually respond to dis- 
continuntinn of the drug alone. In moderate to Hcvcrc cases, 
c«n.ticloralinn should bo given to mnnngcniunt with fluids 
and electrolytes, protein supplementation, and treatment 
with an antibacterial drug clinically eflective against C/os- 
tritliitm difficile colitis. 

PRECAUTIONS 
General 

Symptomatic response to therapy with omeprazole does not 
preclude the presence of gastric malignancy. 
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Atrophic eastritis has bt»on noted occasionally in gastric 
corpus biopsies from patients treated long>term with 
omeprazole. 

Information for Patients 

PRILOSEC Delayed-Relcase Capsules should be taken be- 
fore eating. Patients should be cautioned that the 
PRILOSEC Delayed-Release Capsule should not be opened, 
chewed or crushed, and should be swallowed whole. 
For patients who have difTiculty swallowing capsules, the 
contents of a PRILOSEC Delayed-Release Capsule can be 
added to applesauce. One tablespoon of applesauce should 
be added to an empty bowl and the capsule should be 
opened. All of the pellets inside the capsule should be care- 
fully emptied on the applesauce. The pellets should be 
mixed with the applesauce and then swallowed immediately 
with a glass of cool water to ensure complete swallowing of 
the pellets. The applesauce used should not be hot and 
should be soft enough to be swallowed without chewing. The 
pellets should not be chewed or crushed. The pellets/apple- 
sauce mixture should not be stored for future use. 
Drug Interactions 
Other 

OmoprntoU' oin pniNmg tin? i*liinin:ili»it of di:i7.«*|>:u«, war- 
farin iiiul phi'iiytoin, tlru^.s that art- nu'tnlMilizfil by oxithi- 
tion in the liver. Although in normal subjects no interaction 
with theophylline or propranolol was found, there have been 
cliniral ri!|>4nl.s of inlcractiiin with otlu-r di UKS mftnboliml 
via Ihi! ityl«>thr4»no V-A!^) sy.sli-m (r(i, ryrUi.s|Mjrifu', di.-«uHt- 
raiu, bcnzotliazepines). Patients should bo nioiiiU>rfd Id ilo- 
terniine if it is necessary to adjust the dosage of these drugs 
when taken concomitantly with PRILOSEC. 
Because of its profound and long lasting inhibition of gastric 
ncid secretion, it is theoretically possible that omeprazole 
may interfere with absorption of drugs where gastric pH is 
an important determinant of their bioavailability (eg. keto- 
conazole, ampicilHn esters, and iron salts). In the clinical 
trials, antacids were used concomitantly with the adminis- 
tration of PRILOSEC. 
Combination Therapy with Clarithromycin 
Co-administration of omeprazole and clarithromycin have 
resulted in increases in plasma levels of omeprazole, 
clarithromycin, and 14-hydroxy-clarithromycin (see also 
CLINICAL PHARMACOLOGY, Pharmacokinetics: Combi- 
nation Therapy with Antimicrobials). 
Concomitant administration of clarithromycin with 
cisapride, pimozide, ur turfenadlne is contraindicuted. 
There have been reports of an interaction between erytliro- 
mycin and astemizole resulting in QT prolongation and 
torsades de pointes. Concomitant administration of erythro- 
mycin and astemizole is contraindicated. Because clarithro- 
mycin is also metabolized by cytochrome P450, concomitant 
administration of clarithromycin with astemizole is not rec- 
ommended, (see also CONTRAINDICATIONS, Clarithro- 
mycin, above. Please refer to full prescribing information for 
clarithromycin before prescribing). 
Carcinogenesis, Mutagenesis, Impairment of Fertility 
In two 24-month carcinogenicity studies in rats, omeprazole 
at daily doses of 1.7. 3.4, 13.8, 44.0 and 140.8 mg/kg/duy (ap- 
prcximately 4 to 352 times the human dose, based on a pa- 
tient weight of 50 kg and a human dose of 20 mg) produced 
gastric ECL cell carcinoids in a dose-related manner in both 
male and female rats; the incidence of this effect was mark- 
edly higher in fumale rats, which had higher blood levels of 
omeprazole. Gastric carcinoids seldom occur in the un- 
treated rat. In addition, ECL cell hyperplasia was present 
in all tivatt'd groups iiri><)ll> si'xos. In oiu* ol llu-si' stiulii-s. 
female rats were treated with 13.8 ing omcprazoli'/ky/day 
(approximately 35 times the human dose) for one year, then 
followed for on additional year without the drug. No carci- 
noids were seen in these rats. An increased incidence of 
treatment-related ECL cell hyperplasia was observed at the 
end of one year [94% treated vs 10% controls). By the second 
year the dilTcrence between treated and control rats was 
much smaller (46Ct vs 26%) but still showed mure hyperpla- 
sia in the treated group. An unusual primary malignant tu- 
mor in the stomach was seen in one rat (2%). No similar 
tumor was seen in male or female rats treated for two years. 
For this strain of rat no similar tumor has been noted his- 
torically, but a finding involving only one tumor is difficult 
to interpret. A 7S-week mouse carcinogenicity study of 
omeprazole did not show increased tumor occurrence, but 
the study was not conclusive. A 2G-week p53+/- transgenic 
mouse carcinogenicity stuily was not positive. 
Omeprazole was not mutagenic in an in vitro Ames Salmo- 
nella typliitnurium assay, an in vitro mouse lymphoma cell 
assay and an in vivo rat liver DNA damage assay. A mouse 
micronucleus test at 625 and 62.50 times the human du>c 
gave a borderline result, as did an in vivo bone marrow 
chromosome aberration test. A second mouse micronucleus 
study at 2000 times the human dose, but with diflerent 
isuboptimal) sampling times, was negative. 
In a rat fertility and general ropi-oductivc performance test, 
omeprazole in a dt»se ranj;i' of l.VH to 13S.0 n>g/k;;Alay lap- 
pruxiuiately 35 to 345 times the human duse) was not to\ic 
or deleterious to the reproductive performance of parental 
animals. 
Pregnancy 
Omeprazole 
Prcunancy Category C 

Teratology studies conducted in pregnant rats at doses up to 
13S mg/kfi/day (approximately 345 times the human dose> 
and in pregnant rabbits at doses up to 69 mg/kg/day (ap- 
proximately 172 times the human dose) did not disclose any 
evidence for a teratogenic potential of omepraxole. 



In rabbits, omeprazole in a dose range of 6.9 to 69.1 mg/kg/ 
day (approximately 17 to 172 times the human dosci pro- 
ducotl dose-related increases in embryo-lethality, fetal re- 
sorptions and pregnancy disruptions. In ruts, dosit-reiiited 
embryo/fetal toxicity and postnatal developmental toxicity 
were observed in offspring resulting from parents treated 
with omeprazole 13.8 to 138.0 mg/kg^duy (approximately 35 
to 345 times the human dose). There arc no adequate or 
well-controlled studies in pregnant women. Sporadic 
reports have been received of congenital abnormalities 
occurring in infants born to women who have received 
omeprazole during pregnancy. Omeprazole should be used 
during pregnancy only if the potential benefit justifies the 
potential risk to the fetus. 
Clarithromycin 

Pregnancy Category C. Sec WARNINGS (above) and full 
prescribing information for clarithromycin before using in 
pregnant women. 
Nursing Mothers 

It is not known whether omeprazole is excreted in human 
milk. In rats, omeprazole administration during late gesta- 
tion and lactation at doses of 13.8 to 138 mg/kg/day (35 to 
34.'> times the luunan doso) n»sultrtl in dinrreast'd weight 
liit'u\ in ptips. M»vmise many drugs are oxm»tiHl in htuium 
milk, because of the potential for serious adverse reactions 
in nursing infants from omeprazole, and because of the po- 
h'litial (or hinuirijjenieity .shown n»r ortieprazole in rat car- 
(■iim(;i-nteily .stiulifs, il deei.siun sli<ml»! tiwule wln-iht-r to 
disfoiUinue nursing or to discontinuu ilruj:. taking into 
account the importance of the drug to the mother. 
Pediatric Use 

The safety and effectiveness of PRILOSEC have been estab- 
lished in the age group 2 years to 16 years for the treatment 
of acid-related gastrointestinal diseases, including the 
treatment of symptomatic GERD, treatment of erosive 
esophagitis, and the maintenance of healing of erosive 
esophagitis. The safety and effectiveness of PRILOSEC 
have not been established for pediatric patients less than 2 
years of age. Use of PRILOSEC in the age group 2 years to 
16 years is supported by evidence from adequate and well- 
controlled studies of PRILOSEC in adults with additional 
clinical, pharmacokinetic, and safety studies performed in 
pediatric patients (see CLINICAL PHARMACOLOGY. 
Pharmacokinetics and Metabolism: Omeprazole). 
TYeatmcnt of Gastroesophageal Reflux Disease iGERD) 
Symptomatic GERQ 

In an uncontrolled. opcn<labcl study of patients aged 2 
years to 16 years with a history of symptoms suggestive of 
nonerosive GERD. 113 patients were assigne<l to receive a 
single daily dose of omeprazole (10 mg or 20 mg. based on 
body weight) either as an intact capsule or as an open cap- 
sule in applesauce. Results showed success rates of 60*7^ 
(10 mg omeprazole) and b9% (20 mg omeprazole) in reduc- 
ing the number ond intensity of either pain-related symp- 
toms or vomiting/regurgitation episodes. 
Erosive Esophagitis 

In an uncontrolled, open-label dose-titration study, healing 
of erosive esophagitis in pediatric patients aged 1 to 16 
years required doses that ranged from 0.7 to 3.5 mg/kg/day 
(80 mg/day). Doses were initiated at 0.7 mg/kg/day Doses 
were increased in increments of 0.7 mg/kg/day (if intra- 
esophageal pl l showed a pH of < 4 for less than 6% of a 
24-hour study). After titration, patients remained «n treat- 
ment for 3 months. Forty-four percent of the patients were 
healed on a dose of 0.7 mg/kg body weight; most of the re- 
mainin}- palii-nts were healed with 1 .-1 mg/kg after an addi- 
tional 3 months' treatment. Kiiwive esopliagltis was healed 
in 51 of 57 (90';i) children who completed the first course of 
treatment in the healing phase of the study In addition, af- 
ter 3 months of treatment, 337r of the children had no over- 
all s>'mptams, 57^{ had mild reflux symptoms, and 40^;;. had 
less frequent rogurgitationA'omiting. 
Maiutaiance of Healing of Erosive Esophagitis 
In an uncontrolled, open-label study of maintenance of heal- 
ing of erosive esophagitis in 46 pediatric patients, 54% of 
patients required half the healing dose. The remaining pa 
tients increased the healing dose (0.7 to a maximum of 
2.8 mg/kg/day) either for the entire maintenance period, or 
returned to half the dose before completion. Of the 46 pa- 
tients who entered the maintenance phase, 19 (41^) had no 
relapse. In addition, maintenance therapy in erosive esoph 
agitis patients resulted In 63*;?^ of patients having no overall 
symptoms. 
Snf'ty 

The safety of PRILOSEC Delayed-Release Capsules has 
been assessed in 310 pediatric patients agwl 0 to 16 years 
and 62 physiologically normal volunteers aged 2 years to 16 
years. Of the 310 pediatric patients with acid-related dis- 
ease, a group of 40 who had documented healing of erossive 
esophagitis after 3 months of treatment continued un main- 
tenance therapy for up to 749 days. 

PRILOSEC Delayed-Release Capsules administered to p^- 
tlialrie palienls was jji-iu-raliy well tolerated willi an ail- 
VL-rsc event prulili* re.-ien>liling (hat in adull.-i. Unique to llie 
pediatric population, however, adverse events of the respl- 
rator>' system were most frequently reported in both the 0 
to 2 year and 2 to 16 year age groups l46.2r; and 18.5^*. 
respectively*. Similarly, otitis media was frequently re- 
{Kirted in the 0 to 2 year age group 122.6'* ). and accidental 
injuries woe repotted frequently in the 2 to 16 year age 
group i3.8V( ). 
Geriatric Use 

Omeprazole was administered to over 2000 elderly indi- 
viduals 65 yean of age) in clin'vul trials in the US and 



Europe.' There were no differences in safety and effective- 
ness between the elderly and younger subjects. Other re- 
jxirted clinical experience h.is not identified difference:* in 
response between the elderly and younger Huhjccts, but 
greater sensitivity of some older individuals cannot be ruled 
out. 

Pharmacokinetic studies have shown the elimination rate 
was somewhat decreased in the elderly and bioavailability 
was increased. The plasma clearance of omeprnzole was 
250 mlVmin (about half that of young volunteers) and its 
plasma half-life averaged one hour, about twice that of 
young healthy volunteers. However, no dosage adjustment 
is necessary in the elderly (see CLINICAL PHARMACOL- 
OGY). 

ADVERSE REACTIONS 

PRILOSEC Delayed-Release Capsules were generally well 
tolerated during domestic and international clinical trials in 
3096 patients. 

In the U.S. clinical trial population of 465 patients (includ- 
ing duodenal ulcer, Zollinger-ElHson syndrome and resis- 
tant ulcer patients), the following adverse experiences were 
reported to occur in l*,^ or more of patients on then^py with 
I'KILOSKC'. Nunilx'rs in parenihes<\s indinite |X'reentagi'S 
of the adverse experiences cousideretl liy investigators as 
possibly, probably or definitely related to the drug: 
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The following adverse reactions which occurred in \% or 
more of omuprazole-treated patients have been reported in 
international double-blind, and open-label, clinical trials in 
which 2,631 patients and subjects received omeprazole. 
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Additional adverse experiences occurring in < 1% of pa- 
tients or subjects in domestic and/or intemntiunnl trials, or 
occurring since t\^e drug was markefed, are shown bdow 
within each body system. In many instances, the relation- 
ship to PRILOSEC was unclear. 

Borfy as a Whole: Allergic reactions, including, rarely, 
anaphylaxis (see also Skin below), fever, pain, fatigue, mal- 
aise, abdominal swelling 

Cardiovascular: Chest pain or angina, tachycardia, brady- 
cardia, palpitation, elevated blood pressure, peripheral 
edema 

Gastrointestinal: Pancreatitis (some fatal), anorexia, irri- 
table colon, flatulence, fecal discoloration, esophageal can- 
didiasis, mucosal atrophy of the tongue, dry mouth. During 
treatment with omeprazole, gastric fundic gland polyps 
have been noted rarely. These polyps are benign and appear 
to be reversible when treatment is discontinued. 
G;istro-duodenal carcinoids have been reported in patients 
with ZR syndrome on long-term treatment with 
PRILOSEC. This finding is believed to be a monifesUilinn nf 
the underlying condition, which is knoun to bo asiiociated 
with such tumors. 

Hepatic: Mild and. rarely, marked elevations of liver fiuK- 
tion tests lALT (SGPT). AST (SCOT), vghitamyl iransjH'p. 
tidase, alkaline phosphatase, and bilirubin (jaundice ij. In 
rare instances, overt liver disease has occurred, including 
hepatocellular, cholestatic, or mixed hepatitis, liver nucrusi."! 
(some fatal), hepatic failure (some fatal), and hepatic en- 
cephalopathy. 

Mctaholic/\'ittritional: Hyponatremia, hypoglycemia, 
weight gain 

Musculoskeletcd: Muscle cramps, myalgia, muscle weak- 
ness, joint pain, leg pain 

Nervous System i Psychiatric: Psychic disturbances includ- 
ing depression, aggression, hnliucinations, confusion, in- 
sonmia. nervousness, tremors, apathy, somnolence, anxiety, 
dream abnormalities; vertigo; paresthesia; hcmifucial dys- 
esthesia 

Continued on next page 
Consult 2004 PDR» supptamtnts and future editions for rtvlsions 
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Prilosec — Cont. 

Respiratory: Epistaxis. pharyngeal pain 
Skin: Rash and, rarely, cases of severe generalized skin re- 
actions including toxic epidermal necrolysis (TEN; some ra- 
tal), Stevens-Johnson syndrome, and erythema multirormc 
I some severe); purpura and/or petechiae (some with rechal- 
lengc); skin inflammation, urticaria, angioedema, pruritus, 
alopecia, dry skin, Kyperhidrosis 
Special Senses: Tinnitus, taste per\'ersion 
Uronenital: Interstitial nephritis (some with positive rc- 
challengc). urinary tract infection, microscopic pyuria, uri- 
nary frequency, elevated scrum creatinine, proteinuria, 
hematuria, glycosuria, testicular pain, gynecomastia 
Hematologic: Rare instances of pancytopenia, agranulocy- 
tosis (some fatal), thrombocytopenia, neutropenia, anemia, 
Icucocytosis. and hemolytic anemia have been reported. 
The incidence of clinical adverse experiences in patients 
greater than 65 years of age was similar to that in patients 
65 years of age or less. 

Connbination Therapy for H. pylori Eradication 

In clinical trials using either dual therapy with PRILOSEC 
and clarithromycin, or triple therapy with PRILOSEC, 
clarithromycin, and amoxicillin, no adverse experiences pe- 
culiar to these drug combinations have been observed. Ad- 
verse experiences that have occurred have been limited tn 
tiiosc Ui;>t have l)ccn previiiusly rc|KjrlcU with univiinizole, 
clarithromycin, or amoxicillin. 

D-ipte Therapy (PRILOSEC I clarithromycin I amoxicillin) — 
The most frequent adverse experiences observed in clinical 
trials using combination therapy with PRILOSEC, 
clarithromycin, and amoxicillin (n = 274) were diarrhea 
(14%), taste perversion (10%), and headache (7%). None of 
these occurred at a higher frequency than that reported by 
patients taking the antimicrobial drugs alone. 
For more information on clarithromycin or amoxicillin, refer 
to the respective package inserts, ADVERSE REACTIONS 
sections. 

Dual Therapy (PRILOSEC f clarithromycin) — Adverse ex- 
periences observed in controlled clinical trials using combi- 
nation therapy with PRILOSEC and clarithromycin (n = 
346) which differed from those previously described for 
omeprazole alone were: Taste perversion (15%), tongue dis- 
coloration (2%), rhinitis (2%), pharyngitis (1%) and flu syn- 
drome (1%). 

For more information on clarithromycin, refer to the 
clarithromycin package insert, ADVERSE REACTIONS 

section. 

OVERDOSAGE 

Reports have been received of overdosage with omeprazole 
in humans. Doses ranged up to 2400 mg (120 times the 
usual recommended clinical dose). Manifestations were 
variable, but included confusion, drowsiness, blurred vision, 
tachycardia, nausea, vomiting, diaphoresis, flushing, head- 
ache, dry mouth, and other adverse reactions similar to 
those seen in normal clinical experience (see ADVERSE RE- 
ACTIONS). Symptoms were transient, and no serious clin- 
ical outcome has been reported when PRILOSEC was taken 
alone. No speciflc antidote for omeprazole overdosage is 
known. Omeprazole is extensively protein bound and is. 
therefore, not readily dialyzable. In the event of overdosage, 
treatment should be symptomatic and supportive. 
As with the management of any overdose, the possibility of 
multiple drug ingestion should be considered. For current 
Information on treatment of any drug overdose, a certified 
Regional Poison (Control Center should be contacted. Tele- 
Iihono nutnliors arc listed in the Physicians' Desk Reference 
(PUR» or local telephone book. 

Single oral doses of omeprazole at 1350, 1339, and 
1200 mg/kg were lethal to mice, rats, and dogs, respectively. 
Animals given these doses showed sedation, ptosis, tremors, 
convulsions, and decreased activity, body temperature, and 
respiratory rale and increased depth of respiration. 

DOSAGE AND ADMINISTRATION 
Short-Term Treatment of Active Duodenal Ulcer 

The recommended adult oral dose of PRILOSEC is 20 mg 
once daily. Most patients heal within four weeks. Some pa- 
tients may require on additional four weeks of therapy (see 
INDICATIONS AND USAGE). 

H. pylori Eradication for the Reduction of the Risk of Duo- 
denal Ulcer Recurrence 

Triple Therapy (PRILOSEC! clarithromycin I amoxicillin) — 
The recommended adult oral regimen is PRILOSEC 20 mg 
plus clarithromycin 500 mg plus amoxicillin 1000 mg each 
fiivon twice doily for 10 days. In patients with an ulcer pres- 
ent at the time of initiation of therapy, an additional 18 days 
of PRILOSEC 20 mg once daily is recommended for ulcer 
healing and synjptom relief 

Dual Therapy (PRILOSEC /clarithromycin) — The recom- 
mended adult oral regimen is PRILOSEC 40 mg once daily 
plus clarithromycin 500 mg t.i.d. for 14 days. In patients 
with an ulcer present at the time of initiation of therapy, an 
additional 14 days of PRILOSEC 20 mg once daily is recom- 
mended for ulcer healing and symptom relief. 
Please refer to clarithromycin full prescribing information 
for CONTRAINDICATIONS and WARNINGS, and for infor- 
mation regarding dosing in elderly and renal I v impaired pa- 
tients (see PRECAUTIONS: (General. PRECAUTIONS: Cfor- 
iatric Use and PRECAUTIONS: Drug Interactions). 
Please refer to amoxicillin full prescribing information for 
CONTRAINDICATIONS and WARNINGS. 



Gastric Ulcer 

The recommended adult oral dose is 40 mg once a day for 
4-8 weeks (sec CLINICAL PHARMACOLOGY, Clinical 
Studies. Gastric Ulcer, and INDICATIONS AND USAGE. 
Gastric Ulcer). 

Gastroesophageal Reflux Disease (GERO) 
The recommended adult oral dose for the treatment of pa- 
tients with symptomatic GERD and no esophageal lesions is 
20 mg daily for up to 4 weeks. The recommended adult oral 
dose for the treatment of patients with erosive esophagitis 
and accompanying symptoms due to GERD is 20 mg daily 
for 4 to 8 weeks (see INDICATIONS AND USAGE). 
Maintenance of Healing of Erosive Esophagitis 
The recommended adult oral dose is 20 mg daily (see CLIN- 
ICAL PHARMACOLOGY. Clinical Studies). 
Pathological Hypersecretory Conditions 
TJie dosage of PRILOSEC in patients with pathological hy- 
persecretory conditions varies with the individual patient. 
The recommended adult oral starting dose is 60 mg once a 
day. Doses should be adjusted to individual patient needs 
and should continue for as long as clinically indicated. 
Doses up to 120 mg t.i.d. have been administered. Daily dos- 
ages of greater than 80 mg should be administered in di- 
vided doses. Some patients with ZoIIinger-Ellison syndrome 
have been treated continuously with PRILOSEC for more 
than 5 years. 
Pediatric Patients 

For the treatment of GERO or other acid-rclatcd disorders, 
the recommended dose for pediatric patients 2 years of age 
and older is as follows: 



Patient Weight 



<20kg 



s 20 kg 



Omeprazole Dose 



10 mg 



20 mg 



On a per kg basis, the doses of omeprazole required to heal 
erosive esophagitis are greater than those for adults. 
For pediatric patients unable to swallow an intact capsule, 
see Alternative Administration Options subsection below. 
Alternathre Administration Options 
For patienLs who have difficulty swallowing capsules, the 
contents of a PRILOSEC Delayed-Release Capsule can be 
added to applesauce. One tablespoon of applesauce should 
be added to an empty bowl and, the capsule should be 
opened. All of the pellets inside the capsule should be care- 
fully emptied on the applesauce. The pellets should be 
mixed with the applesauce and then swallowed immediately 
with a glass of cool water to ensure complete swallowing of 
the pellets. The applesauce used should not be hot and 
should be soil enough to be swallowed without chewing. The 
pellets should not be chewed or crushed. The pellets/npplc- 
sauce mixture should not be stored for future use. 
No dosage adjustment is necessary for patients with renal 
impairment or for the elderly. 

PRILOSEC Delayed-Release Capsules should be Uken be- 
fore eating. In the clinical trials, antacids were used con- 
comitantly with PRILOSEC. 

Patients should be cautioned that the PRILOSEC Delayed- 
Release Capsule should not be opened, chewed or crushed, 
and should be swallowed whole. 

HOW SUPPLIED 

No. 3426 — PRILOSEC Delayed-Release Capsules, 10 rag, 

arc opaque, hard gelatin, apricot and amethyst colored 

capsules, coded 606 on cop and PRILOSEC 10 on the body. 

They arc supplied as follows: 

NOC 0186-0606-31 unit of use bottles of 30 

NDC 0186-0606-68 bottles of 100 

NDC 0186-0606-28 unit dose packages of 100 

NOC 0186-0606-82 bottles of 1000. 

No. 3440 — PRILOSEC Delayed-Release Capsules, 20 mg. 
are opaque, hard gelatin, amethyst colored capsules, coded 
742 on cap and PRILOSEC 20 on body. They are supplicil as 
follows: 

NDC 0186-0742-31 unit of use bottles of 30 
NDC 0186-0742-28 unit dose package of 100 
NDC 0186-0742-82 bottles of 1000. 

No. 3428 — PRILOSEC Delayed-Release Capsules. 40 mg. 

are opaque, hard gelatin, apricot and amethyst colored 

capsules, coded 743 on cap and PRILOSEC 40 on the body 

They are supplied as follows: 

NOC 0186-0743-31 unit of use bottles of 30 

NDC 0186-0743-68 bottles of 100 

NOC 0180-0743-28 unit dose packages of 100 

NOC 0186-0743-82 bottles of 1000. 

Storage 

Store PRILOSEC Delayed-Release Capsules in a tight con- 
tainer protected from light and moisture. Store between 
15'C and 30*C (59'F and 8G*F). 

REFERENCES 

1. National Committee for Clinical Laboralory Standard."*. 
Methods for Dilution Antimicrobial Susceptibility Tests 
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PULMICORT RESPULES* 

ipul'tnl-cort] 

(budesonide inhalation suspension) 
0.25 mg and 0.5 mg 
\fc only 

For inhalation use via compressed air driven jet nebulizers 
only (not for use with ultrasonic devices). Not for iiycction. 
Read patient instructions before using. 

DESCRIPTION 

Budesonide, the active component of PULMICORT 
RESPULES®, is a corticosteroid designated chemically as 
(RS).11JJ, 16a, 17. 21.tetrahydroxypregna-l. 4-diene-3, 20- 
dione cyclic 16. 17-acetal with butyraldehydc. Budesonide ia 
provided as a mixture of two epimers (22R and 22S). The 
empirical formula of budesonide is CjsHa^Oe and its molec- 
ular weight is 430.5. lU structural formula is: 

CHjOH 

1 

^~^..O^^^CH,CH,CH.i 




.0 ^CHiCHiCHj 

::' 

Budesonide is a white to ofT-white, tasteless, odorless 
powder that is practically insoluble in water and in hep- 
tane, sparingly soluble in ethanot, and freely soluble in chlo- 
roform. Its partition coefficient between octanol and water 
at pH 7.4 is 1.6 X 10^. 

PULMICORT RESPULES is a sterile suspension for inha- 
lation via jet nebulizer and contains the active ingredient 
budesonide (micronized), and the inactive ingredients 
disodium edetate, sodium chloride, sodium citrate, citric 
acid, polysorbate 80, and Water for Ii\jection. Two dose 
strengths are available in single-dose ampules (Rcspules™ 
ampules): 0.25 mg and 0.5 mg per 2 mL RESPULB ampule. 
For PULMICORT RESPULES. like all other nebulized 
treatments, the amount delivered to the lungs will depend 
on patient factors, the jet nebulizer utilized, and compressor 
performance. Using the Pari-LC-Jet Plus Nebulizer/Pari 
Master compressor system, under in vitro conditions, the 
mean delivered dose at the mouthpiece (% nominal dose) 
was approximately 17% at a mean flow rote of 5.5 L/mln. 
The mean ncbulization time was 5 minutes or less 
PULMICORT RESPULES should be administered from jet 
nebulizers at adequate flow rates, via face masks or mouth- 
pieces (see DOSAGE AND ADMINISTRATION). 
CLINICAL PHARRWCOLOGY 
Mechanism of Action 

Budesonide is an anti-inflammatory corticosteroid that ex- 
hibits potent glucocorticoid activity and weak mineralocor- 
ticoid activity. In standard in vitro and animal models, 
budesonide has approximately a 200-fold higher aflinity for 
the glucocorticoid receptor and a 1000-fold higher topical 
anti-inflammatory potency than Cortisol (rat croton oil ear 
edema assay). As a measure of systemic activity, budesonide 
is 40 times more potent than Cortisol when administered 
subcutaneously and 25 times more potent when adminis- 
tered orally in the rat thymus involution assay 
The precise mechanism of corticosteroid actions on inflam- 
mation in asthma is not well known. Corticosteroids have 
been shown to have a wide range of inhibitory activities 
against multiple cell types (eg, mast cells, eosinophils, neu- 
trophils, macrophages, and lymphocytes) and mediators (eg, 
histamine, eicosanoids. leukotrienes, and cytokines) in- 
voU'ed in allergic- and non-allergic-mediated inflammation. 
The anti-inflammatory actions of corticosteroids may con- 
tribute to their efficacy in asthma. 

Studies in asthmatic patients have shown a favorable ratio 
between topical anti-inflammatory activities and systemic 
corticosteroid effects over a wide dose range of inhaled 
budesonide in a variety of formulations and delivery sys- 
tems including Pulmicort Turbuhaler® (an inhalation- 
driven, multi-dose dry powder inhaler) and the inlialation 
suspension for nebulizatlon. This is explained by a combi- 
nation of a relatively high local anti-inflammatory effect, ex- 
tensive first pass hepatic degradation of orally absorbed 
drug (85-95%) and the low potency of metabolites (see 
below). 

Pharmacokinetics 

T)\c activity of PULMICORT RESPULES is due to the par- 
ent drug, budesonide. In glucocorticoid receptor afCnity 
studies, the 22R form was two times as active as the 22S 
epimer. In vitro studies indicated that the two forms of 
budesonide do not interconvcrt. 

Budesonide is primarily cleared by the liver. In asthmatic 
children 4-6 years of age, the terminal half-life of 
budesonide after ncbulization is 2.3 hours, and the systemic 
clearance is 0.5 L/min, which is approximately 50% greater 
than in healthy adults aflor adjustment for differences in 
weight. 

After a single dose of 1 mg budesonide. a peak plasma con- 
centration of 2.6 nmoUL was obtained approximately 20 
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